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SIR: 

Now comas f-lf//e.Mi>tl Dho -who d^oses and states: 

1. iamJ&iaili»iwiththe jnvearttoninti»*ov«-i^ 

degree in thft year r99¥ • _^ "•'•^ 

bff^rifiHl ii i .fc ag-researcih in the field of +ir«,^/f^.iriM.I SenkpAuf,^ <y^.,^ for — ^years. /'L « 

4. 1 lia^e reviewed axid Tmderstood tib.e coataats of JPl 0- 147521 wbich is raited by -Qxe fiy^tf .f.x^ 
•p.yyn f ^ Ti«r as pnor axt against tite claizos of 'fiie above-identi^ed qpplicasiozi. In oxder to 
pro-vide a aide-by-side eoxnpaiison. of compositions -which meet Ihe present claim li mi t a tto ng 
against fr ooa^ooUion >v3ueh is disclosed in JPlO-147521, tlu> foIlQwiag ateticdneaats -were 
eaniod ont by soe or under my diiect sitpetvisian and ccmtroL 



subject appUoaticm (09/786,370) wilii llie invent!^ 

win be refportod heceinafter- 

1. prodaiotioa of pieparations to be tested 

ja aoBoxdancoxwUithe foxmulation shown bdow, ^ebTityl-nibber -containing tape 
prep«ation of Example 2 disclosed ia the epedfication of ihe tmbject appUoation (heicinaflw 
rctod to as invention pr«p«atieiC,tbe 151^^ 

acan^le 2 disclosed in JP 10-1475ZI (Jiercinafter refeoed to as Ul preparation), and the 
preparation dmiiar to flio fitst-montioned preparation except far the exclusion of bwyl rubber 
(hereinaJEter referred lo as oaaxpexaSyo pwparadon) ^ produced. Using tbeiA. tbo 
ibillowuis test was condaeted. 



[Table A] 





IbventioD 
preparation 


Dl prepaxatiott 


Cosopuiiiiu w 
Ttreparation 


Lidooaise 


10 


10 


10 


SIS 


25 


25 


25 


Butyl rubber 


5 


0 


0 


Alloyelic satuxated 
bydrocaxbon resm 


31 


50 


31 


Liquid parafSn 


24 


15 


24 


zinc oxide 


5 


0 


5 


AatioKidaxtt 


0.1 


0.1 


0.1 



* Tie invootion preparation contains :nnc oadde wbi^ 
paepaiation; a ccB5>axative prepaiatioa similar to tba invention preparation except for flic 
epcolnsiaa ofbUQd xubbcsc <Le., oostaisa anc oxide) was provided. Dae to piovisian of the 



cornpanfliveprepaiation, it was poeaable to olrtainnindi eacplicit result of evaluation based 
solely the diflfareaoe in th© buQrl znbber content. 



2. ApplicabUiiy test 

An s^plioabaity test was conducted on iealthy adults (x>.-20). The preparaticas ^cre 
each ^plied to the lateral logion of tie chest, which is areglon ahowing relatively great 
movemants. Upon el^sed timea of 24 tours, 48 tours and 72 hours after the plication, the 
preparations were obaerved for their conditions of odh«doa. The results are shown in. Table 1 

(Results) 



(Table 1] 





IZhouri &] 
Ha van 


tior«mf<omft 


Dropping 


No turn 


af ■ Jhtalpn tei 
iumim 




72 hours nftc 

UP 


Sttshs 
vsn Or) 




IjQfVBXlliOtl 


20 


0 


0 


20 


0 
6 


0 

• 4 


IB 


2 


0 
13 




20 
2C 


0 
0 


0 


10 
JO 


5 


$ 




8 


12 



As is obvious s&om Table I, eaah of the inventionpreparaticai, the Dl preparatioii, and 
the coippaiative preparation remained satasfactoriXy adhorijjg on the akin after 24 honrs. At 
the 481ii hour^ however, the Dl preparation and tiie eonaparaiivo preparation bad aipeady 
begun to tradcffgo turn txp or dropping. The intventioii preparation, on the other hand, did not 
xmdergo dropping even after 72 hours and only ali£b^ tnxa «p was observed. The inveaition 
pi^aratian, therefote, had good iq»plioabiUty. IncidentaJay, flxe invention preparation Boaxoely 
showed sidn iazitaiian. 
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3 . STOtum oomeiiin abxasion tost 

Eadhpteparationptodaced in Item 1 was exaariued for stiatam coraoum abrading 

after ti»e application. Eadx p«pax.tion removed was t«nsaribedont« ameasureme* 
tape end. after washing -with ethan«l for dcftttixig, tfao ^tum coniemn w^ .tained with a 
rtBining solntion, followed hy immersion in an aqueo^ soh-tion of .odhmx dodccyl sulfate. 
The anomtt of the otaicd staining substaaoe was measured based oa fee ahsoibanoe dat^ 
Sincefhe absoibance is piopoitionai to the «»o.mtofrtmtomconicBm adhering on tie 
pxeparaiion removed. Ihe absoibanco was regarded as the smoUDt of stratimx comeom 
abraded. Thci results ar© shown in Table 2. 



[Tabl«2] 



Tested prerparatioja 


Amount of abraded straruxn. 
eomeuiD (afl^soxbaace 


inyentioiipTcpaiatoon 


0.130 


Dl preparation 


0.200 


Comparative prepaiatjon 





As is evident fiom Tahle 2, the inveotianpreparatioa with butyl rubber added tberein 
was confirmed to be smafler in die amowrt of abraded atrawm comown than the PI 
pjcpaxatioix and the ooixjparative preparation. 

6. The undarsigBedpedtionsa: deelanw fwther that all statements made herein of his 
own loiowledge joe mxe and that all statements made on information aaid belief are bcOieved 
to bo true? and fialiietf that ^e sratemems were mfldo^raJi the knowledge, that wllfol false 
stfttaavstm and ttie like so made are -puxaabahiff by fine or imprisonmenit. or both, nader 
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Secdcn 1001 ofito United Stat<^Ctode and 1iurts«<ai>^fa^e6tateme^ 

jeopardize the validity of this «5>pHcadon or any P«t«at issui^ig Ac«&o»a. 
7, Ftjrlherdcpontfiitsaithnot. 



Sigoatiire 
Date 
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PY 



PATENT COOPERATION TREATY 

PCX 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 
(PCX Article 36 and Rule 70) 



Applicant's or agent's file reference 
PF-990004-WO 


■?r\i> nroTupD Ar^rtr^M SceNoiificationofTransmitialonnlcmational Preliminary 
TOK t^H rHKK AC I ION Examination Report (Foim PCT/IPEA/4 16) 


International application Ko. 

PCT/JP99/04905 


International filing date {jdayfmanthfyear) 

09 September 1999 (09.09.99) 


Priority date {elay/month/year) 

05 October 1998 (05.10.98) 


International Patent Ctassiiication (IPC) or n&tionol classification and IPC 

A6IK 9/70, 47/34, 31/165, 31/245, 31/49, 31/445, A6IP 17/00, 17/12 


Applicant 

YUTOKU PHARMACEUTICAL IND. CO. LTD. 



This intemattonal preliminaiy examination report has been prepared by this International Preliminaiy Examining Atithority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of . 



. sheets, including this cover sheet. 



□ This report is also accompanied by ANNEXES, i.e^ sheets of the description, claims and/or drawings which have 
been amended and arc the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70. 16 and Section 607 of the Admin isiraiive Instructions under the PCT). 



These annexes consist of a total of. 



sheets. 



This report contains indications relating to the fotlo%ving items: 
Basis of the report 
Priority 

Non-establtshment of opinion with regard to novelty, inventive step and industrial applicability 
Lade of unity of invention 

Reasoned statement under Article 3S(2) with regard to novelty, inventive step or industrial applic:ability: 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the intcmaitonal application 
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II 


□ 


UI 


□ 


IV 


□ 


V 




VI 


□ 


VII 


□ 


VHI 


□ 



Date of submission of the demand 

06 April 2000 (06.04.00) 


Date of completion of this report 

19 December 2000 (19.12.2000) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/IPE A/409 (cover sheet) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



IntcmatidDa) application No. 

PCT/JP99/04905 



L Basis of the report 



I. With regard to the elementa of the international application:' 
[XI international application as originally filed 
1 I the description: 

pages 



, as originally filed 
, filed with the demand 



. filed with the lener of 



I I the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



. , filed with the letter of 



I I the drawings: 

pages 

pages 



, as originally filed 

, filed with the demand 



. , filed with the letter of 



I j the sequence listing part of the description: 



pages 



, as originally filed 

filed with the demand 



, filed whh the letter of 



2. With regard to the iangoage, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or himishcd to this Authority in the following language which is: 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
the language of publication of the international application (under Rule 483(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55-3). 



□ 
□ 
□ 



With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the interaationa] 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently famished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 



The amendments have resulted in the cancellation of: 

I the description, pages 

the claims, Nos. 

I the drawings, sheets/Hg 



^ I I This rcpon has been established as if (some of) the amendments had not been made, since they have been considered to go 
■ ' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 

• Rep/ace mem sheeis which have bemn furnished to the receiving Office in response to an invitation under Article 14 art referred io 
' in this report as "originaliy filed" and are not annexed to this report since they do not contain amehdmettts (Rule 70.16 
and 70.17). 

' Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 



Form PCT/IPEA^409 (Box l> (July 1998) 



Eniationa] application No. 
PCT/JP99/04905 



V. Reasoned statement under Article 3S<2) with regard to novelty, inventive step or indostriat appHcabriity; 
citatioDS and explanations supporting such statement 



L Statement 

Novelty (N) Claims |-9 YES 

Claims NO 

Inventive step (tS) Claims 1.9 YES 

Claims NO 

Industrial applicability (lA) Claims 1*9 YES 

Claims NO 



2. Citations and explanations 

The following documents were cited in the international search report 

Document 1 : JP, 1 0- 1 4752 1 , A 
Document 2: JP, 10-95729, A 

Docximent 1 describes an adhesive preparation for alleviation of prolonged pain that contains "a 
styrene-isoprcne-styrene block copolymer," "an aJicyclic unsaturated hydrocarbon resin," "liquid 
paraf&n," and "a topical anesthetic," but it does not describe a preparation that includes butyl 
rubbeti 

Document 2 describes an adhesive preparation that contains butyl rubber, 

A comparison of the invention described in document 1 and the invention set forth in the claims 
of this application shows that the former differs from the latter in the fact that it does not contain 
butyl rubber. 

A further investigation concerning this difference shows that, as described in document 2, 
becaiise butyl rubber is nonnally used as an adhesive base by persons skilled in the art in the 
technical field of adhesive preparations, constituting the invention set forth in Claims 1-9 by 
fomiulating butyl rubber into the invention described in document 1 is obvious. 

However, in light of the Certification of Experimental Results attached to the applicant's written 
reply dated 21 June 2000, the addition of butyl rubber to the formulation has the effect of 
minimizin g the amount pf^corneal peeling, an d this effect is not obviou s to persons s killed in the_ 
art 

Therefore, the invention set forth in Claims 1 -9 appears to be novel and appears to involve an 
inventive step with respect to the above documents. 

The invention set forth in Claims 1-9 also appears to have industrial applicability. 



Form PCT/ IPEA/409 (Box V) (July 1998) 



